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Figure 9

Number of Dose Increases (Upper) or Decreases (Lower) of Phenytoin in 912-US by Treatment
(0O=placebo; 1=zonisamide)
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Figure 10

Number of Dose Increases (Upper) or Decreases (Lower) of Valproic Acid in 912-US by Treatment
(O=placebo; 1=zonisamide)
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Figure 11

Number of Dose Increases (Upper) or Decreases (Lower) of Phenobarbital in 912-US by Treatment
(O=placebo; 1=zonisamide)
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Figure 12

Number of Dose Increases (Upper) or Decreases (Lower) of Pritnidone in 912-US by
Treatment (O=placebo; 1=zonisamide)
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Figure 13

Plasma Level of Carbamazepine vs. Relative Study Day for Placebo Subjects in
the Controlled Portion of 912-US
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Figure 14

Plasma Level of Carbamazepine vs. Relative Study Day for Zonisamide Subjects
in the Controlled Portion of 912-US
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Figure 15

Plasma Level of Phenytoin vs. Relative Study Day for Placebo Subjects in the
Controlled Portion of 912-US
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Figure 16

Plasma Level of Phenytoin vs. Relative Study Day for Zonisamide Subjects in the

Controlled Portion of 912-US
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Figure 17

Plasma Level of Valproie Acid vs. Relative Study Day for Placebo Subjects in the

Controlled Portion of 912-US
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Plasma Level of Valproic Acid vs. Relative Study Day for Zonisamide
Subjects in the Controlled Portion of 912-US
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Figure 19

Plasma Level of Phenobabrital vs. Relative Study Day for Placebo Subjects
in the Controlled Portion of 912-US
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Figure 20

Plasma Level of Phenobarbital vs. Relative Study Day for Zonisamide
Subjects in the Controlled Portion of 912-US
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Figure 21

Plasma Level of Primidone vs. Relative Study Day for Placebo Subjects in
the Controlled Portion of 912-US
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Figure 22

Plasma Level of Primidone vs. Relative Study Day for Zonisamide Subjects
in the Controlled Portion of 912-US
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Figure 23

Plasma Level of Zonisamide vs. Relative Study Day for Placebo Subjects in the
Controlled Portion of 912-US
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Figure 24

Plasma Level of Zonisamide vs. Relative Study Day for Zonisamide Subjects
in the Controlled Portion of 912-US
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Table 27

Zonisamide Levels in Placebo Sub]ects in the Controlled Phase of Study US-912

Zonisamide Levels in Placebo Subjects in the Controlled Phase of Study US-912

PATID PATNO | CNTL_TMT | PHASE_C |DRUG ISSL | DATE1 | RELDAY
912-US | 912-US ~ EVEL

1756111 | 11 PLACEBO [ Controlled | ZONISAMIDE | 2.1 4/9/84 |55
1755113 [ 13 PLACEBO | Controlled | ZONISAMIDE |2.86 |3/21/84 |29
1755113 {13 PLACEBO_ [ Controlled | ZONISAMIDE | 0.524 |4/18/84 | 57
17565115 [ 156 PLACEBO | Controlled | ZONISAMIDE | 3.5 3/21/84 {1
1755116 | 15 PLACEBO | Controlled | ZONISAMIDE | 1.84 14/9/84 {20
1755117 {17 PLACEBO | Controlled | ZONISAMIDE [0.488 |5/2/84 |1
1755121 | 21 PLACEBO | Controlled | ZONISAMIDE |{8.8 7/30/84 |1
175514 {4 PLACEBO | Controlled | ZONISAMIDE |0.678 |3/28/84 |85
175515 5 PLACEBO | Controlled | ZONISAMIDE | 0.342 [4/2/84 |78
175519 9 PLACEBO | Controlled | ZONISAMIDE | 2.02 | 4/4/84 |57
175519 9 PLACEBO_ | Controlled | ZONISAMIDE |1.18 15/2/84 |85
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BEST POSSIBLE COPY

Figure 25

Subjects with Dose Increases (Upper) or Decreases (Lower) of Concomitant AEDs in 912-
EUR by Treatment (0=placebo; 1=zonisamide)
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Figure 26

Number of Dose Increases (Upper) or Decreases (Lower) of Concomitant AEDs in 912-EUR
by Treatment (O=placebo; 1=zonisamide)

el il ’
T
[
TR
i
“n
.
viaceo S se0 08
om_
e )
on_wn
ot rucoe st s
e
. o Y s,
¢ " »
< . e "
3 L. 1.6
e} e _oun
Vien
A Bt
! - ’  emew —n E 2 TN T SEREE ?‘ﬁ-”.‘;{
| - 1 [RUITH o - " {
) teaes un noenas N S P
| ¢ vona: e ».ame [V RS i
[ Yote: Comr ue -
! ~ [ ote
|, Liae. heme Botre 1.0 .
: beerren 1 voeve
i
i L1 -
i tere .
D (X
l ERANY canr J
|--I-’Jl '
¥
(X3
P
. -
facoo -
om_wy
)
; o e
: -
| amer  ecwe TRep——
o e
: . o s =
! i » [ X
| b » P -]
| i Lo 1o
X e .. = @ wer
- l
- ¢ e e ®
- H .20 van
Lrren e usre
€ ol e 8. 0003
Totel Cama ey
- .
L i U v o.an
rearom e [X
L] o
Lo s
e ona
Yo oo J




v

BEST POSSIBLE COPY

NDA: 20-789, SN: 001
Drug: Zonisamide 100 mg capsule

File: NDA20-789SN001.doc Page 67 of 107

Figure 27

Number of Dose Increases (Upper) or Decreases (Lower) of Carbamazepine in 912-EUR by
Treatment (0=placebo; 1=zonisamide)
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Figure 28

Number of Dose Increases (Upper) or Decreases (Lower) of Phenytoin in 912-EUR by

Treatment (O=placebo; 1=zonisamide)
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Figure 29

Number of Dose Increases (Upper) or Decreases (Lower) of Valproic Acid in 912-EUR by
Treatment (0=placebo; 1=zonisamide)
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Figure 30

Number of Dose Increases (Upper) or Decreases (Lower) of Phenobarbital in 912-EUR by
Treatment (O=placebo; 1=zonisamide)

BEST POSSIBLE COPY

e & oL )
=
o
! .3
i
..
Prac e BONY 2GR
on_wr
o )
on_wn
ot nacLse [bcw: savca 0e
e e
. e 21 ne
N e .5 i
k) ) 3 2
H e =N
119 s 161
L= L
- 5 ew Lam®
- ' e woner
Ssvee ny 12.127108 -
€ tuual 208 12.1150ea r{gk‘—'r Rt "zx" TRERY
ol Coe I b S IR Ty
- [ evote = Y]
Cinviineed Batsn o IR . LAY
Prarnen . NS . e
[T [
. 0.0
g .93
[ 1 oeee
L —)
-te & UV ) ]
.
i"
-
i
viacese s amase
om_ne
fome }
. om_we
oot | siacmee  [resswum s LGRS "'f;!gf‘, NN
Sl R el B P EARS TS WY
. 1y 1 me ; . .
; : . EERREA L
i oS R ‘ Wil vitiai e
ivl 2 1 »: -
I H 1.8 [, H
P, _m RS o 2
-
- v [
Tmas) 3 . 31304 a0
. e 2618030
€ Youat 2 2e.0eart
Twtal Coumt t )
- [ ot
omlihess Relin o306 LX2
L ..%2> ..}
- e
- .0
[y oo
an o
=)




BEST POSSIBLE COFY

NDA: 20-789, SN: 001
Drug: Zonisamide 100 mg capsule

File: NDA20-789SN001.doc Page 71 of 107

Figure 31

Number of Dose Increases (Upper) or Decreases (Lower) of Primidone in 912-EUR by
Treatment (O=placebo; 1=zonisamide)
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Plasma Level of Cabamazepine vs. Relative Study Day for Placebo Subjects
in the Controlled Portion of 912-EUR
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Figure 33

Plasma Level of Cabamazepine vs. Relative Study Day for Zonisamide
Subjects in the Controlled Portion of 912-EUR
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Plasma Level of Phenytoin vs. Relative Study Day for Placebo Subjects in
the Controlied Portion-of 912-EUR
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Figure 35

Plasma Level of Phenytoin vs. Relative Study Day for Zonisamide Subjects
in the Controlied Portion of 912-EUR
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Figure 36

Plasma Level of Valproic Acid vs. Relative Study Day for Placebo Subjects in

the Controlied Portion of 912-EUR
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Figure 37

Plasma Level of Valproic Acid vs. Relative Study Day for Zonisamide
Subjects in the Controlled Portion of 912-EUR
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Figure 38

Plasma Level of Phenobarbital vs. Relative Study Day for Placebo Subjects
in the Controlled Portion of 912-EUR
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Figure 39

Plasma Level of Phenobarbital vs. Relative Study Day for Zonisamide
Subjects in the Controlled Portion of 912-EUR
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Figure 40

Plasma Level of Primidone vs. Relative Study Day for Placebo Subjects in
the Controlled Portion of 912-EUR
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Figure 41

Plasma Level of Primidone vs. Relative Study Day for Zonisamide Subjects
in the Controlled Portion of 912-EUR
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Figure 42

Plasma Level of Zonisamide vs. Relative Study Day for Placebo Subjects in

the Controlled Portion of 91

912-WR- PT-Plama- Cotrm{CNLTW =PLACEBO BRUG= 7DXEAMDD

2-EUR

0. T T T 7 T T 7
30 40 S0

RELDAY

T LI )

70 80 90 110

— Mean Fit

= Linear Fit

)

{7 Y
(ssuv by saon )
0.1
ﬂ 0.0
2
7

ISSLEVEL = 0 + O RELDAY

(ain )
RSquare

RSquare Adj

Root Mean Square Error

Mean of Response

OSservations (or Sum Wgts)

;
(Wm o Voo J

Sosre oF Sum o Saues

Model 1 0

Error 236 0
C Total 237 [

f Rt

Prob>f

(ot st )
Tem Estirciz

Intercept [} 0
RELDAY 0 o

bl

~

\_
—

-,
HES AR T VN
RS PSRRI TS

1 'fi‘f';{

YOS ua
URiGHA



NDA: 20-789, SN: 001
Drug: Zonisamide 100 mg capsule

File: NDA20-789SN001.doc Page 83 of 107

Figure 43

Plasma Level of Zonisamide vs. Relative Study Day for Zonisamide Subjects
in the Controlled Portion of 912-EUR
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Figure 44

Zonisamide Doses in 912-EUR
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Figure 45

Zonisamide Doses During the Controlled Portion of 912-EUR
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Figure 46

Zonisamide Plasma Levels in 912-EUR
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Figure 47

Zonisamide Plasma Levels During the Controlied Portion of 912-EUR
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Figure 48

Subjects with Dose Increases (Upper) or Decreases (Lower) of Concomitant AEDs in 922-US
by Treatment (0=placebo; 1=zonisamide)
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Figure 49

Number of Dose Increases (Upper) or Decreases (Lower) of Carbamazepine in 922-US by

Treatrment (O=placebo; 1=zonisamide)
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Figure 50

Number of Dose Increases (Upper) or Decreases (Lower) of Phenytoin in 922-US by

Treatment (O=placebo; 1=zonisamide)
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Figure 51

Number of Dose Increases (Upper) or Decreases (Lower) of Valproic Acid in 922-US by
Treatment (O=placebo; 1=zonisamide)
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Figure 52

Number of Dose Increases (Upper) or Decreases (Lower) of Phenobarbital in 922-US by

Treatment (O=placebo; 1=zonisamide)
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Figure 53

Number of Dose Increases (Upper) or Decreases (Lower) of Other AEDs in 922-US by

Treatment (0=placebo; 1=zonisamide)
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Figure 54

Plasma Level of Carbamazepine vs. Relative Study Day for Placebo Sub]ects
in the Controlled Portion of 922-US
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Figure 55

Plasma Level of Carbamazepine vs. Relative Study Day for Zonisamide
Subjects in the Controlied Portion of 922-US
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